It has been emphasized that complement fixation (CF) titers of 1:2 and 1:4 with coccidioidin may be significant and indicative of Coccidioides immitis infection (5, 8) . Assuming this to be factual, some serologists recommend that initial dilutions of 1:2 be used for coccidioidomycosis serological tests. This could present problems to laboratories when CF tests for blastomycosis and histoplasmosis are performed in conjunction with those for coccidioidomycosis. Such laboratories generally use minimal serum dilutions of 1:8 because many nonspecific reactions can occur with Histoplasma capsulatum and Blastomyces dermatitidis antigens at serum dilutions below 1:8, and because sera from coccidioidal infections show intensive cross-reactions with such antigens (1) . To further complicate matters, blastomycosis, coccidioidomycosis, and histoplasmosis are frequently clinically and roentgenologically indistguishable. If a minimal serum dilution of 1:8 is used, patients with primary coccidioidomycosis that give 1:2 or 1:4 CF titers may be overlooked. This problem could be eliminated by initiating all CF tests at the 1:2 dilution. However, this could also result in false coccidioidomycosis diagnosis due to nonspecific CF reactions or residual antibodies.
This study was designed to assess the frequency with which false-positive results are encountered in the coccidioidomycosis CF test with sera tested in low dilutions and to determine the value of using immunodiffusion (ID) tests concurrently with the CF test to improve the accuracy of the serodiagnosis of coccidioidomycosis. MATERIALS (2) .
Three concentrated antigens were used in the ID test: a yeast-form filtrate antigen of B. dermatitidis, coccidioidin, and histoplasmin (6) .
CF tests. Sera were titrated by the micro-modification of the Laboratory Branch microcomplement fixation test (9) . In these tests five 50% units of complement were used. The antigen-antibody-complement mixture was incubated for 15 to 18 h at 4 C. Sera demonstrating 30% hemolysis or less at a particular dilution were considered positive. The initial 1:2 dilutions of heat-inactivated sera were prepared by using conventional pipettes and were transferred to the microplates. Ensuing dilutions were made with microloops.
ID tests. These tests were carried out with oneeighth-inch (ca. 0.31 cm) Plexiglas matrices, each of which contained 17 seven-well patterns. The technique and media used are those published previously (6) . RESULTS Of 1,000 sera received for routine fungus serological tests in the Mycology Division during the study period, 87 reacted with coccidioidin in the CF test at any titer. Sixty-five of the 87 (75%) sera showed titers of 1:8 or less (Table  1) , and only 40 (62%) of these were from active or recent C. immitis infections (Table 1) .
Reactions in the CF positive-ID negative category must be carefully interpreted. Of 34 sera in the category, 25 were from non-coccidioidomycosis cases, and 20 of these demonstrated cross-reactions in the CF test with H. capsulatum and/or B. dermatitidis antigens ( Table 2) . Of the 40 low-titered CF-positive coccidioidomycosis case sera, only three showed cross-reactions and nine were negative for precipitins. It appears that the presence of precipitins or the absence of cross-reactions in sera CF positive with coccidioidin are important qualities to consider in establishing a positive diagnosis of coccidioidomycosis (Table 2) . It is also apparent from the data that of 45 case sera with positive ID reactions, 43 were from proven cases of coccidioidomycosis. Cross-reactions are infrequently associated with coccidioidomycosis case sera whether they demonstrate positive or negative ID reactions. When cross-reactions are encountered, a prudent diagnosis should rest upon the results of serological tests performed with a battery of antigens (Table 4 ) and examination of serial serum specimens for titer changes. Our data indicate no cross-reactivity in ID tests between the histoplasmin H and M antigens, the B. dermatitidis precipitinogens, and coccidioidin. The ID tests clearly show less cross-reactivity or nonspecific reactivity than the CF tests.
